REMARKS 

This amendment responds to the final Office Action mailed 
February 10, 2006. In the instant amendment. Claim 93 has been amended. After entry of 
the instant amendment. Claims 93-97 and Claims 104-107 are pending and under 
consideration in the instant application. 

I. AMENDMENTS TO THE CLAIMS 

Claim 93 has been amended. Support for amended Claim 93 can be found in 
the specification, for example, at page 24, lines 17-26. Applicants submit that these 
amendments do not introduce any new matter and were made to present the claim in better 
form for consideration on appeal pursuant to 37 C.F.R. § 1.1 16(b)(1). Accordingly, entry and 
consideration of this amendment are respectfiiUy requested. 

II. THE REJECTION OF CLAIMS 93-97 and 105-107 UNDER 35 V.S.C. 8 102(b^ 

Claims 93-97 and 105-107 stand rejected under 35 U.S.C. § 102(b) as being 
anticipated by WO 99/67427 Al by Petropoulos et al, ("Petropoulos et aV). Applicants 
respectfully traverse the rejection. 

Claims 93-97 and 105-107 recite a method of assessing the effectiveness of a 
non-nucleoside reverse transcriptase inhibitor ("NNRTI") on an HIV-infected patient 
comprising: detecting, in a biological sample from the HIV-infected patient, the presence of a 
mutation at codon 245 and a mutation at at least one of codons 98, 101, 103, 135, 138, 181, 
190 or 225 of a nucleic acid encoding HIV reverse transcriptase, wherein the presence of said 
mutations is correlated with a decrease in NNRTI susceptibility or with a drug-dependant 
stimulation of viral replication. 

Applicants respectfully submit that Petropoulos et al. does not anticipate 
Claims 93-97 and 105-107 of the present invention because it does not teach, expressly or 
inherentiy, each and every element of Claims 93-97 and 105-107. Specifically, Petropoulos 
et al does not teach (1) a method of assessing the effectiveness of a NNRTI antiretroviral 
therapy on an HIV-infected patient, or (2) that the mutations recited by Claims 93-97 and 
105-107 correlate with a decrease in NNRTI susceptibility or with a drug-dependant 
stimulation of viral replication. 

The Patent Office alleges that Petropoulos et al inherently discloses the 
claimed invention. Applicants respectfully disagree. 
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In order for a prior art reference to inherently anticipate a claim, all the 
elements of the claims must necessarily, inevitably and always result from the prior art 
disclosure and would be so recognized by persons of ordinary skill; mere possibilities or 
probabilities are not sufficient. See Trintec Industries, Inc. v. Top-U.SA. Corp,^ 63 
U.S.P.Q.2d 1597 (Fed. Cir. 2002); Continental Can Co, USA v. Monsanto Co,, 20 
U.S.P.Q.2d 1746, 1749 (Fed. Cir. 1991); M.P.E.P. § 21 12(IV). An invitation to investigate 
is not an inherent disclosure. See Metabolite Laboratories v. Laboratory Corp. of America, 
71 U.S.P.Q.2d 1081, 1090 (Fed. Cir. 2004). Additionally, in relying upon the theory of 
inherency, the Patent Office must "provide a basis in fact and/or technical reasoning to 
reasonably support the determination that the allegedly inherent characteristics necessarily 
flows from the teachings of the applied art." See Ex Parte Levy, 17 U.S.P.Q.2d 1461, 1464 
(Bd. Pat. App. & Inter. 1990); M.P.E.P. § 21 12(IV). 

Applicants respectfully submit that the Patent Office has not met its burden of 
proof. The Patent Office has provided no basis in fact or technical reasoning for the bare 
allegation that Petropoulos et al inherently teaches (1) a method of assessing the 
effectiveness of a NNRTI antiretroviral therapy on an HIV-infected patient, or (2) that the 
mutations recited by Claims 93-97 and 105-107 correlate with a decrease in NNRTI 
susceptibility or with a drug-dependant stimulation of viral replication. Applicants 
respectfully request that the Patent Office provide support for such allegations. If no support 
is provided, it is respectfully requested that the rejection of Claims 93-97 and 105-107 be 
withdrawn. 

Indeed, Applicants respectfully submit that Petropoulos et al fails to 
inherently teach the claimed invention because Petropoulos et al. does not inherently teach a 
method of assessing the effectiveness of a NNRTI antiretroviral therapy on an HIV-infected 
patient, or that the mutations recited by Claims 93-97 and 105-107 correlate with a decrease 
in NNRTI susceptibility or with a drug-dependant stimulation of viral replication. 

Petropoulos et al does not inherently teach a method of assessing the 
effectiveness of a NNRTI antiretroviral therapy on an HIV-infected patient, because the 
teachings in Petropoulos et al will not necessarily and inevitably lead to a method of 
assessing the effectiveness a NNRTI antiretroviral therapy. Petropoulos et al discloses that 
mutations at certain codons of nucleic acid encoding HIV reverse transcriptase correlate with 
resistance to AZT or d4T, both of which are nucleoside reverse transcriptase inhibitors 
("NRTIs")- As known by those of skill in the art, NRTIs and NNRTIs are two different 
classes of HIV drugs, functioning by different mechanisms. NRTIs, such as AZT and d4T, 
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nonspecifically inhibit the activity of HIV reverse transcriptase by mimicking the action of 
nucleosides, being incorporated into the viral DNA and thus terminating the polymerization 
reaction. NNRTIs specifically inhibit the activity of HIV reverse transcriptase by binding to 
the catalytic site of HIV reverse transcriptase. Petropoulos et al only provides examples for 
correlation of certain mutations with resistance to AZT and d4T resistance, both of which are 
NRTIs. As AZT and d4T are NRTIs, the teachings of Petropoulos et al does not necessarily 
and inevitably result in methods relating to NNRTI therapy and certainly does not result in 
the claimed methods for assessing the effectiveness of NNRTI therapy of an HIV-infected 
patient. 

In addition, Petropoulos et al does not inherently teach that the mutations 
recited by Claims 93-97 and 105-107 correlate with a decrease in NNRTI susceptibility or 
with a drug-dependant stimulation of viral replication, because the teachings in Petropoulos 
et al will not necessarily and inevitably lead to such correlations. Petropoulos et al discloses 
that one patient sample, RTV-966, contained the mutation V245E in HIV reverse 
transcriptase. Petropoulos et al, however, does not mention that this patient sample was 
from patients who had been treated with any NNRTI. Nor does Petropoulos et al, teach that 
RTV-966, or any other patient sample, was tested for its susceptibility to NNRTIs. Thus, 
RTV-966 may or may not exhibit reduced susceptibility to NNRTIs. 

For the foregoing reasons, Petropoulos et al does not inherently teach (1) a 
method of assessing the effectiveness of a NNRTI antiretroviral therapy on an HIV-infected 
patient, or (2) that the mutations recited by Claims 93-97 and 105-107 correlate with a 
decrease in NNRTI susceptibility or with a drug-dependant stimulation of viral replication. 
Thus, Petropoulos et al does not teach each and every element of the claimed invention and 
therefore does not anticipate Claims 93-97 and 105-107. Accordingly, Applicants 
respectfully request that the rejection of Claims 93-97 and 105-107 under 35 U.S.C. § 102(b) 
be withdrawn. 

CONCLUSION 

Applicants believe that the claims of the instant application meet all of the 
conditions for patentability and are in condition for allowance. Accordingly, an early 
indication of the same is respectfully requested. 
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No fees are believed to be due with this response. However, pursuant to 
37 C.F.R. §1.136 (a)(3), the Commissioner is authorized to charge all required fees, or credit 
any overpayment, to Jones Day Deposit Account No. 50-3013 (949677-999065). 



Respectfully submitted. 

Date: MAY 10, 2006 ^'^^t^k^ ^ 39,201 




For Nikolaos C. George / / (Reg. No.) 

JONES DAY 
222 East 41st Street 
New York, New York 1 00 1 7-6702 
(212) 326-3939 
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